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Kalow Springut & Bressler LLP 
488 Madison Avenue, 19 th Floor 
New York, NY 10022 

Dated: December 3, 1999 



Assistant Commissioner for Patents 
Washington, DC 20231 



Sir: 



PRELIMINARY AMENDMENT 



Prior to examination on the merits, please amend the application identified above as 



follows. 



IN THE SPECIFICATION 



At page 1 , line 8. please insert; nThis application is a continuation of application Serial Number 



/ 07/664,837, filed March 5, 1991, now U.S. Patent No. 5,888,819, and which is incorporated 
herein by reference.— 



IN THE CLAIMS 

Please canceKrlauns 1-59. 



Please add the following new claims 60-64. 



60. 



A method of determining the identity of one ornagi 



rbaseii aTspecitic r 



positierry-ofSne" or more nucleic acid molecules of interest, comprising: 
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m olecule of interest are oUgo nucleo/ primers. 
rb)cOTtaOmg the sample fom step (a) wro " / 



tO* * molecules of fa** which i, — e.y adjacent «o *e nuc^ be 

identified is the first unpaired base of the nucletc actd 

^fth*. 1' end of the oligonucleotide pnmeyild 
downstream of the 3 end 01 in ^ has a unique affinity moiety which 

(ii) each unique ohgonucleoude pnmer has a unique y 

pennitsaf^^ 

permits aftiniiy P / ition on a sohd 

te unique oZuc.eotide printers to thereby extend the V end of each of the unt,ue 

^deterroiningthepreseneeandidentityofthehU „ ftheso l id 
/ n each nucleie acid molecule of interest by detecting at each po^non of the soltd 
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oligonucleotide primer compn.es a sequence n ^ ^ . b 

^positions. 

(a) attaching a plurality oi un h stringency 

identified is the first unpaired base ot me n 

f.^.t, t -nd of the oligonucleotide primer; 
downstream of the 3 end oi me o g ^ ft sample 

(c) contact the duplex, torn step 0), - *e rf a 

complementary to *e nudeot.de base to be *«1 y ^^den, primer 

i j« „j mP « to thereby extend the 5 ena. 01 
the unique oligonucleotide primers to mere y 
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oligonucleotide primers by one terminator; and 

(d) detemnning -* *** ° f "» nUdMtlde * ** " 

each nucleic acid molecule of in.eres.by detecting the detectable marker of the temper 
incorporated at the 3' end of each of the unique oligonucleotide primers whichhavc been 

extended. 

$ A method of analyzing the sequence of nucleic acid molecules of interest, conmrj^: 

(a) attaching a plurality of affinity moieties, wherein the affinity moietyco^nses a 
unique sequence of nucleotides, to a solid support at defined position^ 

(b) hybridizing the nucleic acid molecules of interest insoj^n to a plurality of 
oligonucleotide primers which comprise sequences of nudeeftfes complementary 
to the affinity moiety of step (a), under hybridizatio^ditions, to generate a duplex; 

(c) subjecting the hybridized primen^emplate mediated single base pnmer extension 
reaction which comprises providing^hybridized primers four terminators corresponding to 
each of the four nucleotide bajK^xtend ** hybridized primers by the addition of a 
terminator; 

(d) sortin^extended primers by affinity capture by the affinity moieties of step (a); 

(e) oozing the identity and location of the terminator and thus determining the base at 
eachpf^lurality of sites of interest for the nucleic acid molecule of interest 



REMARKS 



The new claims are directed to embodiments of the invention associated with identifying 
one or more nucleotide bases at specific positions of one or more nucleic acid molecules of 
interest. Support for these embodiments of the invention can be found throughout the 
specification. For example, affinity moieties on the primers are described at page 27, lines 12- 
24. The use of complementary nucleic acid sequences as affinity moieties for separating 
oligonucleotide primers on a solid support are specifically described, for example, at page 27, 
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lines 19-24. The use of multiple affinity moieties for separating one or more oligonucleotide 
primers is described, for example, on pages 29 and 30 of the specification. The use of affinity 
moieties at the 5' end of oligonucleotides to enable different affinity separations and thereby 
permit the analysis of several nucleic acid molecules of interest (oligonucleotides) at one time is 
described in the specification, for example, at page 31, lines 23-35. No new matter has been 
added. 

It is respectfully submitted that this application is now in condition for further 
consideration and examination on the merits. If resolution of any remaining issue is required 
prior to examination of the application, it is respectfully requested that the Examiner contact 
Applicants' undersigned attorney at the telephone number provided below. 

Respectfully submitted, 

Franklin S. Abrams 
Registration No. 43,457 



Telephone (212)813-1600 
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